Printed: 17-03-2008 



ODOCP 



EP 98 305 960 
/\\Z 



@ a * m « s* ff (j p) © & ta ra 
© £t §1 4$ I* & <a) 0S61 -227524 
©mt.ci/ /f^isas^ rewem 1986) lo^ga 

A 61 K 31/505 7 MZj9 
" £ g o 405>lS__ 7431 -4C ggSg* *5S* £§flcOgC 2 (jsl) 

©1$ KB PB60- 65060 

@t±i S3 0860(1985) 3 J! 30B 

a 



9J SB « 

56 59 O 

^ a y v y ^ * i; x t u y ^ 9 a - :t" « *T 

^ ^ y » - a* . Tk^ti^^ift^-^. B ® * 

*Jx 0 *fc * 3* ^ 1 * 

f-t^v^i? * — /u % y a is y f y =i— A^, 7k 
« ft ^ a- » 0* * . B«^3SAiJA^»»ii*fflx 

o /x * w i at x 2 a^Jioja^ 

toS**** 4 i :o. 2 — 30 ( * fi *fc ) t- *> 
& /Xii > f A"t ^ o — ^."t?3b 0, B 85 t£ 35 



x.^-A'* * * ? ijA^a^^^a^y — -e 9 . 

» S 2£ *! J& 1 * K o * y ^ w J» * 

4. y ? / *s v t y * — ^ e 0 9 k y . * y * 

t 1/ y / !) 3 - ^ * ^oeTw^^'ya— A', zk 

o rx * pa* e> » i* n /c 1 ax**2ffl&±<o/&a* 
-r *> o 



1/5 



13-03-2008 



Printed: 



17-03-2008 



ODOCP 



EP 98 305 960 



ffl h ft x % o V6 tc -t 

-x^<Oifii*a*^ofc$fc¥««mr>2 ^Mtfi<, 

i 6 8 ^ 91 IB » K , ffittT'? / i'i'Oefl^ 
tut, * ^ « # t s %yT<o^, A*, 

r (fcfttfjfe**, 7k^#fi:^4 %J^±o;lcft% 
Rtf ttBS / ? y v v > ^ y ^ - b ^^ftfSii 

*-t-, &*t ffj «* , fato&&MKmm 

&#(cm]Hi^%u h^<E>. fS flUSfe it tt 05 i« 
v-a #.<r>?*<D®.R\iy>7F-5: ^ t ^ i c Ida, a 

W PJ ffl * i ; (5 T i* 5 w t *3J t v.* * o * IS 
W * <b ** , ^7^>x<o«»tt*:«A* & 1fe 3* 

fig X- ** y 5? ✓ > y I* * K *g It U < * ffi it J&* ^ 

oftipttfi.ffi.^co, auc c jfii^«a&-s£Mim 

ft T ifi flt ) * t 

* o 

7 z? / v '</ t U t «. m » *£ A* «FT- 4 L^/)i*ft 

* * . sufc3k*tt*£o*RfflBe<o«x***tt 

& *> * b y K t U "C x ^ *3 # ^ rt* i 75 — 
1 2 0^. fftKttl 75 ~~ Z Q , 4I*C 1 ^ 
— 5;?J<Q*>oa*$>tf<bn*o ait tj * u y ^ «J 
=i - J* t U -C « , ¥ *9 # ^ft20 0- 2^.« 

t O t U o 7" n f is >r f x ) a— ^tUX 

J* , 0 * % ^ 2> 4* <K ^ ° * w v ^ y a - a* a* 



q»rraDfl61-227524C2) 
* & *> * a * . / ? / '/y*ffs^*«ts^ 

rtfij cr ^ >u a i; k x , ,k y * u v ^ y =» — 

*Stt*WAtf/Xi*J»Stife&ai;: 9 * * W 
c,3rftif: i «Xli2«UJ:<D#a* ( E ^ 2£ ff! ) 

« fc -f * . yUJBOfittt* 6, 

* 3* »1 * « & ~T * £ % "C * * o 

? s * * & m & & m * k n nto k it m & & k & 

3 * *J t U X *i % tK *c =F « -C ib A* ftt 
T-b^ — ^ -^ai^-^T^yT^-^ — * * ? 

y j^m. * t *> t ^ ^ i^->u - yeasty 
^ a* 3 tk y — n i* 4 u < , ^ h ^ co ia ^ 

^ -b A a - ^ 7 ^ l/ — h , t Ko^T-VT'o /V 
A'Q — ^T-b"? - — — Y ^ is J* * * 

f A^Xf A'-tA'O-^, * ? P ') A»R • * 0 9 



2/5 



13-03-2008 



Printed: 17-03-2008 



ODOCP 



EP 98 305 960 



o. 2 - 5 o , » U < n i : i o i* 6 o R ^ 



«f5lB3Gl-227524(3) 
ffl, ft**, ft****. IN 

^y*B*afflicaw-r****** * a a a * 

a**. wa*Xi*2a*-b© 

t& * <* * u , jattxi4^«u/co^tt:ft-r* 
aaaaan**«*u:fc**&a***a 



* c t -o £ * « 

£»u»**>o*^*> * < • a * » ^ ^ - 

^ o q ^ ^ ^ . * v *> *,~T » = 

aaati^a^fct*******"*"* 0 *** 

/X Jt t: m ^ H * - 

k ? a • ^A-t^° — - aa*^**R* 



O *» *> frf h H * • 

a a a . » a a . * © «s aa a * m u 

-caaic-toaaau a tt w . « * ^ * ai , 

a -e a a a # a a. •* a * * « ^ - r ? * 



3/5 



13-03-2008 



Printed: 17-03-2008 



ODOCP 



EP 98 305 960 



HACT i 

mtbiB mn&K 3L$s * s o 9 £ *3 «a -t ^ « - 

-* 3 D ^ t AK, ttB/? / ) 5 

cc^y-^S o 0«£*ciS8¥Ufcfi$i£ 1 $f*fc8f • $£ 

BK:-CBSi9LfcO-b^2 0 0 lyf 02 r-t 
*c ?t « u -c 1 #7'-fc>u4*fc8fc;7'5:/*>'^2«p 

HA W 2 

ft A 1 tPJ«/x*f^*ct, 5LIS4 7 5 S . 
iSfl*^?:/^ 5*. iK v tr ^ ^ eT 

b y K^K30O2 □ 9 2k Tf * * S — >^ 5 0 0 

ft AW 3 

ft A0* 1 hfSJ«|t:#tfiU-C, *« 4 7 5 y , 

/ •/'z ( 5 t K a 4* V 

/ d t'^^f ^^^0-^29 10 0 2 0 9 &Xf 



WSJ 8361-227524(4) 

ft A fl 4 

ififfiy^y^^C^Tjctfc) s * & a* *• 4 y y 

¥*KB(o-a. ;7T-^*£J*q*&)2 0£* 
i ^ y - ^ 5 0 0 *C fg W L fc *g & <b * ^ ^ 

« * » /C o 

ft mw 5 

y — * w *, — 101 (7a>fvh|t3EttJS(ft: 

*s « a ts * =» - s * ? - ^--c^aufcfitft > 4 

V 0 £ V & 'l> flfc © it *fc =* — ^^^^KKiAn. 

t k i» * ^ ^ 

o t'A'^^-A'-tA'o — * 7 * w — h 200731 O 

^/c^iCHSfrcfoU^ ^ *: ftJ L /£ jE>* 6 <K IS - 
ft AW 6 

T v - I 5 ^ft 8 OlC-CWRftU/wO-b. 



HA 09 7 

fflHr^^v^C^TJc*) 1. 5 * £ # 9 

^ ^ 9 =» — a^4 o o o <o 1 o o ay^rtR-ft-u, 

~C SI tt 4r & £: o 
ft AM 8 

rt( ij x f u y / ij 3 - A 0 0 0 <D 5 9 0 £ 

y f l-^^h-^IO^ 
Al/ro fi/y/'j 3 -^ 4 0 0 9 * IB PL „ 5 
0 0 rpa"C3 O^WttftU, tt1£t&<&«Ji:-r* 0 
£*v4-J&B*«-fc? 7 f- >- * 7 ± K & UfcOt? 

it 

QLWL 7 7 S * * i Mfr it ) 5^ A«4 5 0 

^ -fc cr — j* 1 5 ^Oa^f^K 5 X t K o + 
^r°fc">^-tA'» — * JS 2 0 0 u^t m it -c 



mat t»fco c o ss ta * 3 2 > y o gs -t 

S6iSUfcO-«bi^2 0 0 *Vf 02 /-t^ifC^t 
m i> 7 * ffJ t L o 

(afl;)Ko<.*-tigmi*S**ftAL*:o K *m B 

«to r«tttc»£-a52K(isic^K^«)j 

JC*Ct'ffOt„ S 5 B ^ H 1 2 0 Ofl«i 
fflK^7y-X^-tU-C2 0 "Vffi§ftOSCft* A 

rpataff Ufc a .*ftW«»A, B . it t* * ffJ 

p&c/^iaa&^e^wmstij u-t £ *a r ;/ ? 
jgttrtitRJi^ipat^^fij&^pxoisaiicit^a 

J&* X- * S tti fi t> ^ a5- o o 



4/5 



13-03-2008 



Printed: 17-03-2008 



ODOCP 



EP 98 305 960 



?.*fB]Bg 61-227524(5) 





m m m. & 


( u9 /*£ ) 




3**<JB 


MP 




5 


7 5 


7 9 


4 0 


2 1 


1 0 


7 2 


7 4 


4 0 


2 3 


3 0 


6 8 


6 5 


3 4 


2 9 


6 0 


6 4 


40 


3 5 


3 3 



tt 5ft « 2 

* 9J » m a 

& <D ^ — ? ** ^ 

) *r E5 & *R # 
fc o * © * % 



fcc/jteasaipfcttia 1 o a 

A: h ^ O / 7 /■yyOllllK't'ft 





iftL & SI BE 


C n«/«< ) 




*K 91 91 HQ a 


jfc«9*?W p 


1 


6.0 


0.6 


2 


9. 6 


4.1 


3 


9. 5 


7. 3 


4 


6.9 


6.4 


6 


6.0 


5.8 



5/5 



—195— 



13-03-2008 



Printed: 17-03-2008 



ODOCP EP 98 305 960 

Laid-upen Japanese Patent Application S6 1-227524 A • ~ 



[TRANSLATION] 
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(51) Int. CI. 4 : A61K31/505//A61K47/00, C07D405/14 

Examination Request: Not yet filed; Number of Claims: 2 
(Total 5 pages) 

(54) Title of Invention^ 

PRAZOSIN PREPARATION AND PRODUCTION THEREOF 

(2 1 ) Patent Application S60-065060 

(22) Filing Date: March 30, Year of Showa-60 (1985) 

(72) Inventors: Takeshi NARA, Tokuo JATORI and Satoshi SENDA 
(71) Applicant: Toa Eiyo KK 

SPECIFICATION 

[Title of Invention] 

Prazosin preparation and production thereof 
[Claims] 

[Claim l] A prazosin preparation as a composition comprising substantially 
non-crystalline prazosin and one or more components selected from the 
group consisting of polyvinyl pyrrolidone, polyethylene glycol, 
polypropylene glycol, water-soluble gel polymers, gastric soluble bases and 
intestinal soluble bases. 

[Claim 2] The preparation according to Claim 1, wherein prazosin and one 
or more components selected from the group consisting of polyvinyl 
pyrrolidone, polyethylene glycol, polypropylene glycol, water-soluble gel 
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polymers, gastric soluble bases and intestinal soluble bases are contained 
at a compositional ratio (weight ratio) of r0.2~3.0. 

[Claim 3] The preparation according to Claim 1, wherein the water-soluble 
gel polymer is hydroxypropyl cellulose, hydroxypropylmethyl cellulose 
and/or methyl cellulose, the gastric soluble base is polyvinyl acetal 
diethylaminoacetate and/or dimethylaminoethyl methacrylate/methyl 
methacrylate copolymer, the intestinal soluble base is 
hydroxypropylmethyl cellulose, cellulose acetate phthalate, 
carboxymethylethyl cellulose and/or methacrylic acid/methyl methacrylate 
copolymer. 

[Claim 4] A production process for a prazosin preparation, wherein prazosin 
and one or more components selected from the group consisting of polyvinyl 
pyrrolidone, polyethylene glycol, polypropylene glycol, water-soluble gel 
polymers, gastric soluble bases and intestinal soluble bases are dissolved in 
an organic solvent, and then the organic solvent is removed. 
[Detailed Description of Invention] 

The present invention relates to a prazosin preparation and a production 
method for the same. 

Prazosin is a drug which is I^^^^f^^^.fSlu^^ (requiring 10L or more of 
water to dissolve lg of crystalline prazosin hydrochloride at 20°C), and used 
in the therapy of hypertension because it works on the circulatory system 
by expanding peripheral vasa and decreasing peripheral resistance to lower 
the blood pressure. While the therapeutic effect of a drug working on the 
circulatory system is closely related with a blood level, prazosin has the half 
elimination time from blood of as short as about 2 hours, and therefore, it 
has to be administered several times a day. Published Japanese Patent 
Application S60 004188B discloses that prazosin hydrochloride in 
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crystalline forms can exist as a j3 - and y -members and anhydride 
having a moisture content of about 1.5% or less and hydrate and prazosin 
hydrochloride methanolate having a moisture content of 4% or more. It is 
taught that only the a -member having a relatively higher solubility, 
among these various crystalline forms, is generally used for tablet and 
injection preparations because other crystalline materials have troubles in 
their solubility, etc. However, the a -member can absorb moisture as time 
lapses to be converted to the stable form of polyhydrate having lower 
solubility, and thus, this causes a problem in maintaining a preparation 
with good solubility- Generally, pharmaceuticals having insufficient 
solubility are known to have a trouble in their absorption and their bio 
availability to be decreased. As a result of investigation for increasing the 
solubility of prazosin and developing its preparation having improved bio 
availability, the present inventors have surprisingly found that a more 
favorable preparation than the a -member of prazosin hydrochloride can 
be obtained by formulating prazosin with a specific base, and have 
eventually completed the present invention. 

The present invention relates to a prazosin preparation as a composition 
comprising substantially non-crystalline prazosin and one or more 
components (formulation bases) selected from the group consisting of 
polyvinyl pyrrolidone, polyethylene glycol, polypropylene glycol, 
water-soluble gel polymers, gastric soluble bases and intestinal soluble 
bases. 

The present invention further relates to a production process for a 
prazosin preparation wherein prazosin and the formulation base are 
dissolved in an organic solvent, and then the organic solvent is removed. 
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A preparation containing substantially non-crystalline prazosin can be 
also produced, without the use of an organic solvent, by adding the 
formulation base to prazosin and heating the mixture for melting to be 
followed by cooling. 

The largest feature of a prazosin preparation according to the present 
invention is that prazosin is dispsered and/or dissolved in the formulation 
base in a substantially non-crystalline state, and prazosin in this state can 
be easily dissolved in water and favorably absorbed in digestive tubes, and 
has a large AUC (the area under the curve of blood concentration) and 
improved bio availability. 

Prazosin is preferably hydrochloride, but it may be a salt of an inorganic 
acid such as hydrogen bromide acid, hydrogen iodide acid, etc. or a free 
base. When prazosin hydrochloride is used, it may be in a crystalline form 
such as a -,/?-, y -members, etc. or it may be a mixture of these crystalline 
forms. 

Among the formulation bases to be used according to the present 
invention, polyvinylpyrrolidone should have an average molecular weight 
of 10-1,200 thousands, preferably of 10-200 thousands, and particularly 
10-50 thousands. Polyethylene glycol should have an average molecular 
weight of 200-20 thousands, and when a solid preparation at room 
temperature is produced, it is preferably to use the base having an average 
molecular weight of 4,000 or more. Propylene glycol should preferably be 
propylene glycol listed on Japanese Pharmacopeia. 

Water-soluble gel polymer is a substance which can be easily dissolved in 
water and forms a film when its solution is dried. Preferable examples 
thereof include cellulose derivatives such as hydroxypropyl cellulose, 
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hydroxypropylmethyl cellulose, methyl cellulose, etc. while their mixture 
may be also used. 

A gastric soluble base is a substance which is insoluble in water but is 
soluble in an acid region. Preferable examples thereof include polyvinyl 
acetal diethylaminoacetate, dimethylaminoethyl methacylate/methyl 
acxylate copolymer, etc., and a mixture thereof may be also used. 

An intestinal soluble base is a substance which is soluble at pH of 5.0 or 
higher, and preferable examples thereof include hydroxypropylmethyl 
cellulose phthalate, hycffiox^rp^ acetate succinate, 

cellulose acetate phthalate, carboxymethyl cellulose, methacrylic 
acid/methyl acrylate copolymer, etc., and a mixture thereof may be also 
used. 

fdr atidi^^iBp b ase d-bn weights ^of p^zc^iri: and the formulation 
baSG^.:^p^30. If the formulation ratio of the formulation base is lower 
than this range, mutual activity with prazosin becomes weaker, leading to 
insufficient results for increasing the solubility and improving the bio 
availability. A higher formulation ratio beyond this range cannot lead to 
further improvements but causes economic disadvantage due to the 
increased requirement of a solvent. 

In the production of a preparation according to the present invention, 
first, prazosin and the formulation base are dissolved in an organic solvent. 
In this occasion, the drug solubility can be further increased by using a 
surfactant as an additive. Into the liquid mixture upon the dissolution, 
colorants, taste corrigents, odor corrigents, adhesion inhibitors, vehicles, 
disintegrators, plasticizers, etc. may be optionally added. Incidentally, for 
dissolving prazosin into the formulation base, a mixture comprising 
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prazosin and the formulation base may be heated to melt and then it is 
cooled without the use of an organic solvent. 

Next, when the organic solvent is removed from this liquid mixture, a 
formulation is obtained wherein prazosin is dispersed and/or dissolved in 
the formulation base substantially in an amorphous state. To remove the 
organic solvent, various methods can be used including concentration 
under vacuum or at a normal pressure or spray drying, drying following 
granulation in a fluidized bed granulator in which pharmaceutical 
additives (powder, fine particles, granules or core particles obtained by the 
granulation of 2 or more kinds of vehicles) are placed and the liquid mixture 
is sprayed thereon for granulation or coating, drying after granulation of 
kneaded materials formed by pouring the liquid mixture onto 
pharmaceutical additives under stirring, drying after coating by spraying 
the liquid mixture over core particles using a centrifugal, fluidized 
granulation coating device., etc. 

Any organic solvent may be used as far as it can dissolve prazosin and the 
formulation base, and the generally used solvent includes methanol, 
ethanol, isopropanol, acetone, chloroform, methylene chloride, benzyl 
alcohol, etc. and mixtures thereof. The organic solvent is used in an amount 
required for dissolving respective components. 

Examples of the surfactant include polyoxyethylene alkylethers, 
polyoxyethylene sorbitan monooleate, polyoxyethylene hardened castor oil, 
polyoxyl stearate, glycerin fatty acid esters, etc. 

Preferable examples of pharmaceutical additives include conventionally 
used vehicles for pharmaceuticals such as lactose, sucrose, glucose, 
crystalline cellulose, starch, etc. Also included are these vehicles which are 
formulated, for example, with a binder such as hydroxypropyl cellulose, 
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hydroxypropylmethyl cellulose, gum Arabic, polyvinyl pyrrolidone, etc. and 
further preferably with a surfactant such as alkylsulfonyl esters, 
dialkylsulfosuccinate, etc. and are granulated according to a conventional 
method. 

Thus obtained powder, granules, etc. are blended with additives such as 
vehicles, disintegrators, lubricants, binders, etc. to be formed as fine 
particle preparations, granular preparations, hard capsule preparations, 
tablet preparations, external preparations, suppository preparations, etc. 
When external preparations are to be formed, the solution in an organic 
solvent may be poured over a paste base such as white Vaseline, plastibase, 
etc. for further kneading. In this occasion, powder or granules comprising 
prazosin with an added intestinally soluble base may be blended in an 
appropriate ratio with powder or granules comprising prazosin with an 
added formulation base other than the intestinally soluble base to obtain a 
preparation. 

A preparation according to the present invention has a quickly rising 
blood concentration, has an expanded AUC, and can remarkably improve 
bio availability. 
[Example l] 

In a fluidized bed granulator, 450g of lactose and 30g of crystalline 
cellulose were placed, and granules were obtained by spraying thereon a 
solution prepared by dissolving 5g of (anhydrous) prazosinand 15g of 
hydroxypropyl cellulose in 500mL of ethanol and the followed by drying. 
The granules were filtered passing through a 32 meshed sieve, the sieved 
granules for about every 200mg were filled in No. 2 capsules to obtain hard 
capsule preparations containing 2mg of prazosin hydrochloride in each 
capsule. 
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[Example 2] 

By the same operation as in Example 1, granules were obtained using 
475g of lactose, 5g of (anhydrous) prazosin hydrochloride, 20g of 
polyvinylpyrrolidone K30 and 500mL of ethanol. 
[Example 3j 

By the same operation as in Example 1, granules were obtained using 
475g of lactose, 5g of (anhydrous) prazosin hydrochloride, 20g of 
hydroxypropylmethyl cellulose 2910 and 500mL of ethanol. 
[Example 4] 

A powder material was obtained from a solution obtained by dissolving 
5g of (anhydrous) prazosin hydrochloride and 20g of Eudragid E (made by 
Rohm Pharma) in 500mL of ethanol by removing the organic solvent by 
spray drying. 
[Example 5] 

Placed in a centrifugal fluidized bed granulation coating device was 490g 
of Nonbarrel 101 (corn starch-coated sucrose granules made by Freund 
Industry), and a solution obtained by dissolving 5g of (anhydrous) 
prazosinand, 5g of hydroxypropylmethyl cellulose 200731 and lg of Tween 
80 in 500mL of ethanol was sprayed thereon while talc was optionally 
added thereto for prevent the mutual adhesion of granules, and coated 
globular particles were obtained upon drying. 
[Example 6] 

After 84g of white vaselin and 5g of glycerin monostearate were molten at 
about 80°C, a solution dissolving lg of prazosin hydrochloride in [a mixture 
oil 5g of benzyl alcohol and 5g of propylene glycol was added under stirring, 
and a paste preparation was obtained by kneading. 
[Example 7] 
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After 1.5g of (anhydrous) prazosin hydrochloride and lOOOg of 
polyethylene glycol 4000 were blended, the mixture was heated at 65°C for 
melting, cooled and ground to obtain granules. 
[Example 8] 

For melting, 590g of polyethylene glycol 6000 was heated at 65°C. Then, 
5g of (anhydrous) prazosin hydrochloride, lOg of 1-menthol and 4000g of 
polyethylene glycol 4000 were added thereto, and a viscous mixture was 
obtained by stirring at 500rpm for 30 minutes. The warm mixture was 
filled into hard gelatin capsules, and cooled to obtain a hard capsule 
preparation. 
[Comparative Example] 

A powder mixture comprising 5g of (anhydrous) prazosin hydrochloride, 
450g of lactose and 15g of caboxymethyl cellulose was kneaded with the 
addition of 200mL of an aqueous 5% hydroxypropyl cellulose solution, and 
granules were obtained by granulation with an extrusion granulator and 
the following drying. The granules were passed through a 32 mesh sieve, 
and the sieved granules for about every 200mg were filled in No. 2 capsules 
to obtain hard capsule preparations containing 2mg of prazosin 
hydrochloride in each capsule. 
[Experimental Example l] 

Preparations A and B obtained in Example 1 and 2 according to the 
present invention, a comparative preparation P obtained in Comparative 
Example, and crystalline prazosin hydrochloride ( a -member) were 
subjected to elution testing. The test was run after Japanese 
Pharmacopeia 10 "Elution Test, Second Method (paddle rotation method)". 
In a container, 200mL of the Japanese Pharmacopeia first solution and a 
sample in an equivalent amount to 20mg as prazosin hydrochloride were 
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placed, and the mixture was stirred with a stirring wing at 200rpm, 
keeping the temperature at 37°C. The amount of prazosin hydrochloride 
eluted upon the lapse of time from the preparations A and B according to 
the present invention, the comparative preparation P, and the crystals was 
respectively derived according to the UV absorptiometry. Results are 
shown in Table 1. Elution from the preparations A and B according to the 
present invention was faster and larger than the elution from the 
comparative preparation P or from the crystals. 
Table 1 



Time (minutes) 


Elution concentration (/* g/mL) 


Preparation A 


Preparation B 


Preparation P 


a -Menber 


5 


75 


79 


40 


21 


10 


72 


74 


40 


23 


30 


68 


65 


34 


29 


60 


64 


60 


35 


33 



[Experimental Example 2] 



Preparation A according to the present invention and a comparative 
preparation P were orally fed to beagles weighing about 10kg at the dosage 
equivalent to 2mg of prazosin hydrochloride per dog, and blood 
concentrations ( ju g/mL) were determined according to high speed liquid 
chromatography. Results are shown in Table 2. [Tables 2 $hows ; thia£ /thfe. 
ptf^S^ to: 
ajhighcSr- level whent^ myentipri 
WAs'ad^mistere in comparison, to^the . ' administration of the comparative 
prepaF^tipiiPj 
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